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(57) Abstract: Compounds having sPLA 2 -inhibitory activities, which are compounds rep- 
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group connecting with an acidic group); and R 4 is hydrogen or the like. 
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y x ji^/UT?/. ^^f^7^A fcitfoi^/M f^7$ / ) , C1-C6 
//U iT7l^!tT~G-l - C 1 2 7/1' J n^ . i-^^l^fr si A' U»'Jx . ff , ? iv^^^zz 
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tfs * ■< — friS £Xt^- t f-fl'*fi' , 7 4 = /W . C 1 - C 8 7;V*;V^/V 

^ ?-;Ux/\'ft — /ls}$3:ttx.3-;Vx;U#i=,/U) „ C2-C8^n 
Tyv-df^^-^v- (#)x.te\ 2-^naxf//^-Jfv'j3±o:2-/n^if/l/^^ 
5 ->) , C1-C8ad7/1'*/1'^A'*-A (&}%-\-£* D n > iV^jViSs—jYii 
i(j!7'i3 : t^fA'^W- AO . Cl-C8^P7/^/K Cl-C8t 
i/7/l'Jf-^ t Kb ^A-fcitft Kodp^ji^/W) , -C (O) 

O (C1-C8 7;K^) > ^ >V /V if, =./\>i$£.X$ ^ 'l-fr** 

;Vi£=.;V) „ - (CH 2 ) z-O- ( C 1 - C 8 T A- * AO (3£<f. z 1 
10 ~8©It) , ^l/i/A-**^ 7y-***f 7 si-fr***/) \ 

7!)-m (#J;tli. 7*. , - (CONHSO z R 21 ) (5£<f>, R 

2 1 teC 1 - C 6 Y;V^/Ut.ititT V -AO , jftA-S A-, T 5 / N 75^/, /no 
f^. - (CHj) z-COOH (fllxifcf, *A-#4fS/y fvK 

^A-tfdf-S/^fvK ii±WA'*>v/7'ot» (HSf, zlll~8©iS) . 

15 -V7A j/7;^7 = i?A fT-iSS. tK?i?F, kK5^, tl»D+{/, 
tKD^^7^A - ha, - S0 3 H, sS^S, ItiiSS^tf 5 * 

20 ci-ce?;^;^^^ C1-C6 7MH^, C 1 - C6 ad7/V^;K 

^jt=yua«#* uv\. $t.(c0*t<tt> A D yy, ci-c3 7/^;k ci 

- C 3 7 A-^A-;*-*-^ C 1 - C 3 t, C 1 - C 3 /n n 7 A'* /U y f- 
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\f h i\> 3 o 

5 
10 

15 # Hi rr/v=3r/u^3i-J !: Itli, WZ.tt. i^vuf-*-, 

20 LXfemfZ) Btttcin [2, 1-f] I 1 , 2, 4] hy7i?yf^ 
1-3. <k) St : 
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O 
II 

-S-OH 



N-N 



N 

O H 

O R 20 
-P-(CH2) W -N-R 
OR 19 R 20 



O 

-P-OH 
I 



OR 



19 



o 

-P-OH 
OR 19 



20 




o 
ii 



O R 20 
*»— (CH^^-lsl-R 
OR 19 R 20 



o 
II 



,20 



OH _c-OH — C-NHSOz— 



ho— L ,s 

N 

R 1B tt**J![^ Jfcl4Cl-C107^;R ,0 tttil? 
*LaScL-C**JBl-7-*fcttC 1 -C 1 OT/^/i' ; hlil~8©lt) 

itsatasantf £>n5o &*v<\*s ( i ) -cooh, - so s H,SfcttP (o) 

(OH) 2 tfS#tff>n5 0 $ felcfr* L< (m) -COOH***tf feitS. 



10 



2 tf U a#©»«-C«lfBD [2, 1-f] [1, 2, 4] hV 



>16 



■M-C— 
R 17 

[SCtf, M«-CH 2 -, -O-, — N ( R 1 8 ) -s Him- S - (5$*, R 1 

^d^^] -cstfrsnssa*** ens. #£t<t*, (o) -o-ch 2 - > 



15 - S - C H ■ - 



N (K 1 R ) CII 



, -O-CH (C 
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H s ) Sfc»-0-CH ( (CH 2 ) 2 Ph) - (5£-K R lB te7kmm*titi 
iici-c6 p h \%y #¥rf fcftS. $ 6>K#* L< li, ( p ) 
-0-CH s -tfctt-S-CH 8 -i5|lf^6, 

5 r^ttSi©jI^S©S$J £5fflf§te, t'nn [2, 1-f] 

[1, 2, 4] h!J7^Xtfe0 4ffii r^ttSj fcofcCiltt*- ( L 2 ) - 
0&*le>$<DJ51i BO £S9*t£o - ( L 2 ) -KJ«*»j&* 

10 ©*Sfc2«*i #*LV%ft*»4, 
— JttSC (IV) (CttltS'k (4 1 UV^ 0 

#91lW«<K Tt Kn^VTA'*^ tit. &M<DtiLW:X't Ko*^tJ:9t 
^$^fcSUIB rr/W^/W £S3fc1-3. 0U*.tf, k Kn*i/^f/v ( 2-tFo 
20 *Vai^/K 3-k Ko^v'T'n f>f «5f If ?>Jl5o t Kn^^f 

25 z-^-fVJr* i/m^tf fettS. 
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^ts, 09*.ri» 7*=/v, r -y v y *m#*if 

btiZ. 7x=/K l LV^ & rry— A'j ci- 

C 6 T/V^/K t Kd#*/, C 1 -C 3 7**^***/, /M3>7*>\ = hn, f 
5 L< te#g&7 5 / , S'TV, C 1 - C 3 ^ B 7/V^f^f *C 1 t fctt^ tlgl 

*Wmm*. 7k 1 ~4JEt?-£trSj tti. t°n° [2, l-f] 
[1, 2, 4] h y 7^#&£> 6ffiO®^S^^^-rSitK&*J/h$^ST*fc>3 v 

fcfe{cg:££*L57k^]j}i^a>?>&5S£r^ ? o •Wx.li, (i i) -CF„ -c 
1 N - Br, - NOj, - CN, - S0 3 <Dj;5^40 < t!9 ^V^^tK^M^^"^^ 
fc^jJcJKJK*©^ U&V^, *3«ktf (i i i) -CH 3 , -C 2 H S , -CH = 
CH 2 , -CH (CH 3 ) 2 . *S* d^d h°*<DX 9#40.fc 3 ^frV^jjcJUIB^ 
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C 6 T/U*c/U%/l'# — fr > C 1 - C 6 T >V*>Vir* : yt> Arts—f^-Q 1 Sfcte 2 

5 <Z>i¥£ (A) - (T) -C^-T. (f) ~ (p) teHtJiEirHnSiit. 

R 1 KfcV^TttU (A) :- ( L 1 ) -R 5 , (B) :- (CH 2 ) (f) % 

(C) :- (CH 2 ) ! _ 2 - (g) . (D) :- (CH 2 ) !_ 2 - (h) L 

10 R 2 fc*3V*fra, (E) : frmW.* x An^y, Cl-C37;^/K C3- 
C4i/^n7A'*/K JfcliCl-C3 7/l/*/Vi^-/' > (F) : C1-C37 
/U^/l'-iTtliC 3 - C 4 5/£ D TA"*A'ifi1fr * LV^„ 

R A (r*3V>T« N (G) :-C (= O) -C (=0) -NH 2> -CH 2 C ( = 
15 O) -NH 2 , Sfc«-CH 2 C (= O) -NHNHj, (H) :-C (= O) - 
C (=0) -NH 2 WJ LVN„ 



RMCfct^Tti:, (I) : - (n) - (k) , (J) : - (n) - ( 1 ) N (K) : 

-(n)-(m), (L) :-(o)-(k), (M) : - (o) - ( 1) N (N) : 

20 - (o) - (m) , (O) : - (p) - (k) % (P) : - (p) - ( 1) , (Q) : 
- (p) - (m) ##$1,^. 

R 4 ^*3v^r«, (r) : TkssjR^sfcttiiJjs^ttafti. (s) xfcmw^ 

Sfctt(i), (T) j LV». 

25 
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*, R 2 , R A , R 4 ) = (A, E, G, R) , (A, E, G, S) , (A, E, 
G, T) , (A, E, H, R) , (A, E, H, S) , (A, E, H, T) , (A, 
F, G, R) , (A, F, G, S) , (A, F, G, T) , (A, F, H, R) , 
(A, F , H, S) , (A, F, H, T) , (B, E, G, R) , (B, E, G, 

5 S) , (B, E, G, T) , (B, E, H, R) , (B, E, H, S) , (B, 
E, H, T) , (B, F, G, R) , (B, F, G, S) , (B, F, G, T) , 
(B, F, H , R) , (B, F, H, S) , (B, F, H, T) , (C, E, G, 
R) , (C, E, G, S) , (C, E , G, T) , (C, E, H, R) , (C, 
E, H, S) , (C, E, H, T) , (C, F, G, R) , (C, F, G, S) , 

10 (C, F, G, T) , (C, F, H, R) , (C, F, H, S) , (C, F, H, 
T) , (D, E, G, R) , (D, E, G, S) , (D, E, G, T) , (D, 
E, H, R) , (D, E, H, S) , (D, E, H, T) , (D, F, G, R) , 
(D, F, G, S) , (D, F. G, T) , (D, F, H, R) , (D, F, H, 
S), (D, F, H, T) , "CfcDx **i-e*tR:»U R 3 ^ (I) ~ (Q) *> 

15 V-T ft**"? fcSlb'g'* # **f btlZo 

20 Jfiu m&m. (cardiac failure) , -bfS»9MM. Sf< 

<k *tt**3fc#* khhsh 

ffi&.. MR. ^Stsfc (spondylarthropathris) % 3Si£tt*Flf f*» cf*— SHS# 

(Reiter's syndrome) s n.BmWfcs (enterapathric spondylitis) , ¥4> 

#B3^)g (Juvenile arthropathy) %. It {i*p4>#3£iS telHilK (juvenile ankylosing 
25 spondylitis) „ EJfcttHftfi (Reactive arthropathy) , J§&14Blti££/cl;J:!g2fe 
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(fungal arthritis) , mm®.mm%, ?JJ*m, r|Ktf$££Sjj »CJ:9 3l*e 
r £ft-5§li)£. *tflH£££SbJffi$« (hypersensitivity vasculitis) „ 

Luegenec ^I^IIJe (Luegenec's granulomatosis) . #^tt$5jlS !) ^"V^ 

(polymyalgin rheumatica) % B8@i$fflJ!& !) 9 ^ f" (joint cell arteritis) „ tf/w;/ 
5 ^Aife^Jt^MiS^ (calcium crystal deposition arthropathris) » MIL #W 
35 y (non-articular rheumatism) ,7#ii£^2fcsBI?&^ifc (tenosynomitis) , 

±«fc i?-xtt) > HOigL&fflK J: SHE* (?^^y^) 

(repetitive use injury (typing)) „ HI^©)SD^i (miscellaneous forms of 
arthritis) , #MI^*i4li® (neuropathic joint disease (charco and joint)) % 

io taikitmmm. ta. i g&%j&m. mm^mmm, ^HttOMM, 

jSKl J: •? §1 £ £3 w S ft $ §3@i 2& (arthritis associated with certain diseases) „ 
surcoilosis, jfo.&5!ii*#£. It :R$ A*'** «k ^ o ifj/JUti, ftp 

iff JUL Behat#! (Behat's Disease) % £tttBSM^Ifl»A/tt (systemic 
15 lupus erythrematosis) , t U BffSltmKt^ J: 5 4*l*ftttllli!l 
^jSHtSrft^-rS s P L A,*rfi*1-S©K:*;fcHt**LK: J: ot77^f PVflfc* 

( I ) ■c*foSiri5^«l>©f&«±Wafc**S:*9L»*l!:ia!4-i-S 

20 

^-f 5. 

25 J:^fiKt5wi^tt5. 
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(2f«fcA) 
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(jtt, R 1 ; R 2 , R 3 , R 4 x G l , G 2 , *3 X V L 6 I4SKE t ; H a 1 

5 715JRS^^rv'»5*fcf4^*p©*ife^ci9*ftte#?>i^5^^S'& , * (vi) &x h 

7k Kn77^, -;xt/i/x- -r/K if- l'> ^ U => — ^v 5 ^ fA-i- v 1 
SfltKfcfcU ~ 7 8°C~- 2 0^ fit. V< it- 7 8<C 6 OtKtyf 9 

7 ^7*0 5 K, TJJA'^ oy OT^s^i?^ KSr**., lP#f?fl~2 4 
10 B#niK #*L<ttlB*»~8B»iIR***S. il&Otg&g&frS i <t £ J; *> , 
-fb-g-^ (VII) £#5 r tiS-C* 5 (J. Chem. Soc. Perkin. Trans. 1, 1987, 1986 
#1*0 . 

(I2I§) 

O 

15 (VI I) £r x h?t h'D??^, f /w, if 1^^^!) a 

-/vv?^f/ux-7^©gIi:Ml, -2 0°c~ot N 8tt<a-i5t 

1 Ott^y - -r-zH^H (R'MgH a 1 :Ha 1 !Jab Sr^-f-) £ 

3D;U - 2 0t~3 O^C, &*. b< te0t~2 5 1C^T 1 ~ 1 5B3rlBK L< 
tti-8B*|BiK^:S*6 0 i§#<D^&g£fr ? n t \ct. (V I I I ) £ 

20 #5rH5-C#5 (Synthesis, 996, 1988 #H5) . 

(S3 IS) 

*iStt^rt©-HS^**/i'»ftt5iS-efc5. fls£^ (viii) 

25 L<«-7 8t 6 0ttT*/ySrat5. '4)i)lUfc*/= h*Sr¥«t5 : 
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(I4i§) 

5 ft** (IX) £ V* 7 1 h y t Kn 7 9 i? =?■ /V x. - T ^m<0^ 

«Efc*#L, ft** (X)'*JJ:t/*», M« 5 0^C~ 

1 o ottro. 5~3HBISB§t5iitJ: 9 Nfi^7^yH' 5 Kl?»S$ 
fit: fo- yufl^fl: (XI) *f 5wiiSt?#5 (Chem. Ber., 102, 3268, 1969 
#JS> . 

10 

(|5Ig) 

;£imteft** (xi) cd^^^-y § K&fi&ifc^-f-sig-c-fcSo itff^ti 

•5flfc{%!SixJ& (Protective Groups in Organic Synthesis, Theodora W Green 
(John Wiley &Sons)#J8) {H«fc!??Tp£.i:# J "C#<5o flixtfs ft** (X I) t 
15 i^;-^*C7/l'3-A'»Kfc*#U» t K7^^Pt, 50t~100t 

5. 
(I6 1g) 

20 *ISIi7?/I*R 4 CO- (5£*, RMigtrlSilUS^) •e«St5i§T? 

£>5» ft** (XII) *i&fc*<?l'>m<D®i&*>. tt£ (MZ-\i. 

75>, t°y^^^) C#ftT, R'CO-Ha 1 ( R 4 ttflftE t HSJfcft, Ha 1 

ft^o-Tv) i - 2 Ot~6 Ot, U< te0t:~3 Otf 1~1 Oftfffl. » 

£ L< {* 1 ~3^r B 1K*Jt5CiiaMb^ (XI II) S:'#6:iiS-e| 
25 5. 
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$Iglt C 1 3 C CO- tr^A-f Sim-Cfe5(0rg. Synth., 1988, VI, 618 # 
m% ik&yt (xi i i ) ^"y^f-^^-T^, fF7t Fd?? 1 /?©!!*, 

C 1 3 CCOC 1 h 0°C~iigit*£&, L< ttI»aitT?0. 5~5*HK ft 

5 IUSO. 5~ l#WRtf:$*S£ tic* tMfc** (X I V) 

(I8 1g) 

*l§IJiftSS*fT 5 IS"C*>5. (xiv) £jl-t/K fF5t 

10 \*v7 7l/m<Dfem*. 0t~60t, ^Il<tt20t~45tt0. 5~6 

A, *^<k^- h y !) iftltSiifcJ:!) » fls-fr* (X 

V) £#3 £ £ 

15 (I9 1g) 

^xmttSoff^issr^T^xm-cfcs. as** (xvj srn^r^^^f, 

1 2 0*C~1 8 0t, L< lil 4 O e C~l 6 OlC"CO. 5~5B#re> #* b * 

<»o. 5~1 »Mt*&4fc (XVI) Sr#5££^-C#S. 

20 (ft 1 Oil) 

*I8tt, 4&<Dtr Fy*/Nnyy|ctj|t5ISt?fc5. ft^fe (XVI) 

K«4*5iifcJ:5fl:** (xvi I )■ 3. 

25 

(ft 1-^M) , = 
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*IgB4ffi0^nyyt- L 6 -R 27 (5ft L 6 *S «fc tfR 2 7 ttt&fS t 133 
^) lC^^1-5IgT-fo5c (XVI I) i^if/l'X-f/K rF7t 

Fn??^^!^ R 27 -L e -M (5$*, L 6 *3itKR 27 ««tll5i:^Sil, 
MttTA'* U &J1) t - 2 O^C~ 6 0t, «F* U< IJO°C~ 3 Ott 1 ~ 8 
5 #* IX tt l ~3*MRJC3*S - h \c «fc 9 (XV I I I) 

(SI 1 2 IS) 

*Xai44ffifc111ft*fei||A-r5Xa-C*6. fllA* (XVI I I) £ l>;H 
10 V, fl>5l: Fn77^ 1, 2 - n dx^ y^tfJ^j&'f, H a 1 - C ( = 
G 1 ) -C (=G 2 ) -Ha 1 (G x s G 2 N 33J;Z>*Ha 112 It IB £ ft g It * 08*. 

ti y A'^. o y K** s *»f fe*ts) *5it>*N- > f-^*^* y h y 

yUT 5 ^O&g&AOx., 3 Ot~ 1 1 Ot. L< tt6 5t~ 1 1 0 ICT 1 

~1 5&|fl) s »*U<ttl~l 0 B# ft 5. S^^^^T^^^-TtK^S 

15 5~30^»JL<Uio-2 oa-RjfcStfsr fcfcj:!?*!:** (XIX) 

(3! 1 3Ig) 

*X:gteflD*#fl? Srft 9 IStfc5. lt&® (XIX) h7tKD77^ 

40t 4 »JL<ttlOt~3 0lC-CO. 5~6^S, »tKftO. 5 ~ 2 B# 
BK)5St5 ^ <b \)<k&®) (XX) S:#5-id s T-#5, 
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(XXV) (XV) 
(5^ R 1 , R 2 N *3<tt^R 4 «^IBt I^E^ ; R 28 ttC 1 -C 6 T/U*/K R 
2 9 {*R l <DtfFl2#) 

5 (Illg) 

IgffcS. ^^-^) (XXI) Sri, 2-^pp:**v n m.it/ f-ui^^com 
ffcfcfcfcU R 29 CO-Ha l (R 29 *3«fcT>*H a 1 ftftftfB £ RftH) J3<fctf/W 
-f^^ (fclfctf, A 1 C 1 SbF s< B F ,«)P) £-7 8°C~- 1 Ot, #S 
10 L< IS - 2 Ot~0 °C-C1)UZ., - 1 0 t~ 1 Ot« L< 13 Ot~ 1 0*C-C5 

~30^, L< ttl 0~2 0^1-5 C t KJ; *Mfc^ (XXI I) 

*R^tt»«*rffiv^5r. btz<\t%m (XXI ) £R 29 CO 
-Hal lzmmV.±&kmm<DE:&\Z'&iXft5 Zk&1?%2> ( J. Med. Chem., 
39, 3636-58 (1996) #$) . 

15 

(I21g) 
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8«EK»fcU h U * A^©5i5E^J Sr - 2 Ot~ l 0<t, U 

<I4 0 < C-Ci0^., 5-30^ »$L<»10~2 0#&#1"S. (XX 
I I) *&<k* ! ?\<'>, 7h7t Fn^^oSfifcteStfU ±BR*«'t'K 
5 - 2 0°C~ 1 0 6 C, L< «0°CT?^)Dx.> 2 0 ~ 3 0 $ 5> (C 1 

5t~4 Ot, fr* L< « 2 Ot~ 3 Otf 1 ~ 5 B#W, L< tt 2 ~ 3 B#F^ 

ft-S-tt (XXI I I) ^#5wHK't5 (J. Med. Chem., 39, 3635-58 
(1996) #f§) . 

10 (I3I§) 

*ISHU M'a-jUO&%m**7 5 ;ftt5IgT?fe5 (J. Heterocycl. 
Chem. 31 (1994), 4, 781-786 #J8) 7K*^^ h V $ A * *S* ?-A<ffi>V A 7 $ K«f ' 
©*gj£KSi}§U flS-g-tt (XXII I ) £- 2 0\:~6 0«C % L< l*Ot~ 

3 0 °C-CAD^.7>:^s cfbt^^f l'^A'* = A't Kn*5/7?y (Synthesis, 
15 140(1972) tO . 5 ~ 5 i 8* R| , b < « 0 . 5 ~ 1 B*m 

Wits - i-<t ^fls^tt (xxiv) iisr fc#-t?#s. 

(S4Ig) 

*IIIJt'n-^ 1 $ /Sl£R 4 CO - £^EA33 ± ^ * X A- © * # 

R«CO-li?| J: o-CWK R 4 CO-OlA 

lis fl^tt (XXIV) Sri|ft^fi^^©MWl, R 4 C O — H a 1 (ft 
R 4 12 til IE J: EH. Ha lliADyy) 33±tf hyxf;V7^yf©SS 
Sr*Px.s 0^-6 Ot, t< It 1 OttO. 5~6B#F«lh »4 U< 

25 1*0. 5~3B#R8K££-£ i 5- iM-<fc 19 =ft 5 -ir^"C#5 0 5l#$E#x ±l2t?# 

! 
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1 Ot~7 Ot, #SL<«5 0°C~6 5ttl~l 0 B#|HL .#* IX tt 1 

~5WBRfc**5::fcl!:J:i>fl:** (xxv) £#5 r t 5. 

(8 5 IS) 

5 MgttStflsRfc&fT 5lSt*fe5„ fls-S-tt (XXV) U 
8 0°C~ 15 0^ U< tt 1 3 O'C- 1 4 0tf2~2 0 ($|BK 0* L < tt 

4~1 2l*WRiS**Sr fctei OflS^* (XV) t#5:i.P-Ct5. 

^gA-i9ig~i 1 3ia*mai©gj&*:tT 5 - *k * •? , ^-fr* (x v) 

(XX) ^il<:ti5f#5. 

10 

20 ©/S^t-ScS ({»Jx.tf, S. M. B e r g e £>, "Pharmaceut 

ica 1 Salts, "J. Phar.Sci., 66, 1-19 ( 1 9 7 7) ) „ 

25 h\ * 7^7^- K i/lW-K ITT- K ati?S/U'— K hU- K 
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10 

* *3 ± h 7 v * A -14 # © A 4fe 9 -fe $ ft £ 4b ft £ tr R - ** <t T* s - A ft 
15 Oft-^!feifi> *HiO«HC^$3x5. 3F*£SllJ!t-?tt7/i'#/i'£© <fc 5 

ft -So #^©3i«fAtt^^Ffa-CfeS#^tt, fe6>i»Cft»«Lfc- 
^*«f -Cf**-f-sai3S«BftS:» Scfr#AWK*Rifti-5a*#JJ:r4^*p©*feK: 
«fc t>«56f5JK *fcl4Sc#Attfr©iaiS > *«r«aiU-C3J»t>^*P©*iSfeH:J: 9^ 

20 m-rzxmuix t>is!5ti-5. 
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Design of Prodrugs, pp. 7-9, 21-24, Else 
vier, Amsterdam 1985). ^ * f J^M <D 7° a h*7 y < 
& b ft"t *5 *) (Silverman, Richard B, The Organic Chemistry of Drug Design 
and Drug Action, Chapter 8, New York, NY Academic Press, ISBN 0-12- 
5 64370-0 #J&) . *¥£Wlk&%)<0 7°v Yy -y?<DMnt LT t< , Sfcs 

10 liiS3MHcriJ:<*n&'*fCV^. JMSHfc^ttsJStfL-CV^SIfcttai^&WfcSft 

:/£ bT#3;UV'>:£;*'7 i A'£ LtBCi-C-6 T/V^/V^^^^fe it>'^^Jt C 
1-C6 7^ (0ll;tHu ^MJy'if/l'X^f^) £>*U5„ 
lift, ^f;n^7;K xf ;H7;fyi', n-Zae/H^f^, ^V/otr^ 
15 x*^/K n -7"f/H^7/K O^H^T 1 ^ tert-^i^f 

^f;H77yvtfe5/BK7 7^lt (I) X-mfrZhZOck® (O-t 

20 h V $ -k S i 3 V it * ( Aldrich Chemical Co., Milwaukee, Wisconsin USA; 
m&m^- No. 28,956-6 t It A ^ 16) «:RiS**S (-^fWM75 p«f 
© * ) r t k: <fc 9 K iff 5 c: *« t? * 5 „ 

i^X77At'feo7*D K77/«< — 83; (I) X*i&t>£tlZit&V0<»j- 
25 M^A^ia? fti (Aldrich Chemical Co., Milwaukee, Wisconsin USA; 

m £Wt M* oT tttt=Q-± l - c a ) ft g^ MSHHSr-e y * - r s * aas^^^E 



36 



WO 01/14378 



PCT/JPOO/05357 



N, N- i/^f-jv? ]} 3-/1/7? Fx^f^f fc5/o F7 y ?\*,-$t&( I ) 
X*mt>£ftZfc&<®)<Dj- h V VJ*i&k 2 - ? tt n -N, N-tfx^-A'.T-fc t>7 5 
5 F (Aldrich Chemical Co., Milwaukee, Wisconsin USA; §!ia D n #-§- No. 25,099-6 

10 fc-frfc©-** h y 4- -(2 n no:*-*') Jl 3/ (Aldrich 

Chemical Co., Milwaukee, Wisconsin USA; ®J No. C4.220-3 HtA¥ 
oT fig) (i?^f;w*;WA7^ K^o^fAE*) «t •> SSiti" 5 - 

25 «ot, (I) v (II), *5<fctf (III) -C*£*v5{t£i3, %<D7 
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5 

3tc$8E<ffc#4imfen» i7b/;k EJft, IS, ST, HMrt, ffirtrt* Jttt 
15 £fcteig#©$m-Cfc!K **ttt«»U 2i#h ©**U PfSO. ^y*^ 

fem&zifi * Zo **k mmm. mmm. mm®. 
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mi-hDV-k. 7?b-x, y xiA^v? areas *jRjB3Wfc-£tf. 

K*»*fcl4»»t5w b&-eH 5. Stt^liblJbrf)S§J^ 

a»<#v<>fcgttj«#«:f!:*i-5 n b Ciot^wtecMft^SittS^itt 
20 # 5 o 

a*, )$Ai:lp-et4t5^s aso. oi~5o mg/kg/B -efcs. 
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M e : * f-A> 
E t : x.fvv 
5 Ph : 7i-^ 

Phth :7?o^ 
A c : T-fef 
B n : j <~y'yj\^ 

D B U : 1 , 8 - *?7W*S9 a [ 5 . 4 . 0] - 7 - £ >"r-fe f 

LO 

gift 09 1 
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Me 

Me Jill 18 Me OEt I&2X8 

X _ ►NC+CH 2 CH ► NC >-OEt 

NC^COOEt ^ OOE 2 t Q Et Et0 

(1) (2) 0) 

1*318 Me ? B ^4XfI 

+r PN^ff^OGt — : ph 

o 

(4) 



Me 

(5) NPhth 



NH 2 
(6) 



msx8 



NHAc 
(7) 



COCCb 
NHAc 

(8) 



Hi 0X8 




CI MeC^C O 



Ph 
(11) 



MeO z C O COCONH2 



Ph 
(12) 




(»HS) 

<ffc-S-!iMl>(25.8g, 0.203mol), 7 o * T -fe F7/Urt K^a:^'A'T*^-A' 
5 (48.0g, 0.244mol), e3S£# U ? A(33.7g, 0.244mol):J3 £ K 
(130ml)coS-&'felS:^^^^T llO^CT? 24 #ffi\m$k&W t fe e SSiliiSETi/ 

i/? A-Cf£j& v h/ux:/fc|fcSL;fc«i*ffiTJK«*rt¥V*»Ji5 99-102 e C(lmmHg) 



©<b-a-^(2)(39.55g, 80.1%) LX#^f 
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iH-NMR(CDCl3): 1.38(3H, t, J=7.0 Hz), 1.21(3H, t, J=7.0 Hz), 1.62(3H, s). 
2.01(1H, m, J= 14.2 Hz, J=4.2 Hz), 2.40QH, m, J=14.2 Hz, J=7.4 Hz), 3.49- 
. 3.75(4H, m), 4.24(lH, q, J=7.0 Hz), 4.25(1H, q, J=7.0 Hz), 4.75(1H, m, J=7.4 Hz, 
J=4.2 Hz). 

5 

(H2im) 

•ffc-£-*ifc(2)(43.6g, 0.179mol)> V <> A(19.3g, 0.197mol). 5?* 

h-(87m\)<Dm&®)&mm%ffi* i6ot-t? i4t%mtemvtc. zdi**.*- 

10 fcfc*JETJK«*rlTVNi»j{* 110-113*0(23 mmHg)©4S£ <DWLfc( 3 )(29.48g, 
96.0%) 

iH-NMR(CDCl3): 2.13(3H, t, J=7.0 Hz), 1.23(3H, t, J=7.0 Hz), 1.35(3H, d, J=7.6 
Hz), 1.73-2.00(2H, m), 2.79(1H, m), 3.47-3.80(4H, m), 4.67(1H, m). 

15 (»3Ig) 

4k&%0 (3) (7.0g,0.05 mol) <D m - x A- ^ ffl. (35ml) £: -v ^ 9 J* (1.53g, 
0.063mol)^ 3i- 7VK71ml), 1,2-i^^ a J* a: 9> (0.26ml, 0.003mol)fc £ t>**-fb 
^<y^/W(7.14ml, 0.060mol)«t 9ffl&V1ti?y =• + - /HtJKKaOjfcMT 4&fffl 

go'cx- 5^mmmmm vit 0 %fc®n*ftT Mitr ^*=- v -M5.35g, 

20 0.1mol)7k^^(50ml)=lrA[l^* fe fc 2 N 63ml ?riDi 30 ^Jf^ L £ft 
ift-f h y £A(3.36g, 0.040mol)*rAP^-C t t , fli - f /W-CtttU Lfco ^T^JIS: 

.A^n^ F;/7 7^--emiSL(g|^3:^;U:h/Wai^=lO:90)s -fk^^(4)(9.13g, 
78%)£#fc. 

25 >H-NMR(CDCl3): 1.1K3H, d, J=7.0 Hz), 1.58-2.24(2H, m), 2.90(1H, m), 3.77(2H, 
b), 3.78-3t90(4II, m), 4.870H, t, JM.frjfa), 7.14-7.37(511, m). = 
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(I4lg) 

fc£$)(4)(35.9g, 0.129mol)t N-T 5 / ? 9 fl"< 5 K(20.9g, 0.129mol)£ 95% 
/ - A> (250ml) lNS®(13ml, 0.013mol)SrJD^ 30 ftflQanftSiS 

5 Lfc. ftiPU ffttttAfrttSl* fls-fr4fe<5)(35.96g,84.4%)Sr»|t£©*6*'£ L 

»A:151-152^C 

iH-NMR(CDCl3): 2.13(3H, s), 3.81(2H, s), 6.24(1H, d, J=3.0 Hz), 6.60(lH, d, 
J=3.0 Hz), 6.92-7.03(5H, m), 7.79(4H, m). 

10 

(I5II) 

-fb-g-^)(5)(6.0g, 19mmol)^^^ ./ — A-(60ml)f£i§fl? t : -zkfP^J 

. (2.37g,47.4mmol)£3D£ lf^Mf&iSSSLrt:. U ^/-/U*:® 

# 7 A * a -v h^77-f--C*§S Limm^^/Ui^*-* ^=20:80), 
(6)(3.21g, 91%)£ft£tf>?fc#^fC£ tt^t. 

iH-NMR(CDCl3): 2.08(3H, s), 3.98(2H, s), 5.88(1H, s), 6.62(1H, br), 7.09- 
7.30(5H, m). 

20 

(I61g) 

fc-£-$)(6)(3.2g, n.2mmol)<D s Jif a o ^ * ^ ig i£ (50ml) K h !> $ >- 

(3.6ml, 25.9mmol)x 7tf^^B!) K (1.23ml, 17.3mmol)$:2j|] x.> M£T1B# 
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=40:60)> -fk'fr*(7)(2.67g, 68%) £ «S £ tf> & H t VXnit e 
H£:118-119'C 

vtm#m C14H16N2O t vx 

C.73.66; H.7.06; N.12.27. 
5 C.73.74; H.6.93; N.12.31. 

iH-NMR(CDCla): 1.48 and 1.97(3H, s), 2.09 and 2.15(3H, s), 3.82 and 3.84(2H, 
s), 6.02(lH, m), 6.52(1H, m), 7.08-7.29(5H, m), 7.38 and 7.43(lH, br). 

(I7 1g) 

10 fls£"tt(7)(2.64g, 11.6mmol)(^3i-x^^^(50ml)^ hVfa uT±f-*'ir n 
V K (1.55ml, 13.9mmol)& AD 45 # KMMM t fc. R ?P £3 

-"T?*t«b(Hfifc:*? > /l':^*1f V=30:70), -fb-g-^)(8)(3.94g, 91%)£4&£tf>*§sf?> i 
15 Ltlfc. 

»£:142-144lC 

7c*#*f C16H16CIN2O2 Ht 
ftff: C, 51.43; H, 4.05; CI, 28.46; N, 7.50. 
C, 51.43; H, 4.03; CI, 28.23; N, 7.59. 
20 iH-NMR(CDCl3): 2.07(3H, s), 2.17(3H, s), 3.93(2H, br), 7.10-7.33(5H, m), 
7.73(1H, s), 8.09(1H, br). 

(18 18) 

fc-£-&(8)(3.9g, lO^mmol)^^ h 7 t Kn 75 V(40ml)lC^U, !> ? 

25 A(3.17g, 22.9mmol)«rJPx, 45tK:-C 3 B#|SJ«# Lfc. K£«7k* + t~ , 
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100%)% m&<Dl£gkk L.r#fc. 
Di^:158-159 0 C 
tcJR^W-CibHuNjOj t UT 
5 f+^ffi: C, 70.85; H, 5.55; N, 11.02. 
^lifcM; C, 70.66; H, 5.52; N, 10.98. 

iH-NMR(CDCls): 2.13(3H, s), 2.33(3H, s), 4.18(2H, s), 6.96 (1H, s), 7.15-7.31 
(5H, m). 

10 (I9 1g) 

-ft^^l(9)(2.65g, l0.4mmol)t;:gmT V^-^ ? -M8g, 104mmol)£ AD X. 150tfc: 
to4MM.10K2.48g, 94%) £6 b-C#fc„ 

iH.NMR(de-DMSO): 2.10(3H, s), 2.21(3H, s), 4.16(2H, s), 6.67(1H, s), 7.15- 
15 7.28(5H, m), 11.46(1H, br). 

1 Olg) 

-fk^ffe(10)(2.48g, 9.8mmol)(C^-^^S{ky V(10ml)£*|] x 80»M*P»a8tU 

20 h y ****** ttfb*tt*©H-oas»u m&ti- h y ?a-c#&u *&&@ 

=10:90). -fk-g-^(ll)(2.42g, 91%)Sr@-fero!e&*i: LT#^ic 
Tt^^W CibHhCINs at 
ffgffi: C, 66.30; H, 5.19; CI, 13.05; N, 15.46. 
25 Hlfcffi; C, 66.52; H, 5.11; CI, 12.91; N, 15.57. 
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m). 

(011 Ii) 

* f-frV U = l — h(4.0g, 44mmol)<Z?7 L h?t K n 37 ^ V^^(30ml)^7K?^T. 
5 7J y !7 A t-:/ h ^ K(2.9g, 25.8mmol) ; SrAPx.> Ml^T 30 #F3&# 1 1t e 

fr%}\ZXtkW U ft-&^(ll)(2.34g, 8.6mmol)&AQx, H^#^T 1 PfFflfe 

--CJftlS U(i^^3c^/i':^ d e-i^^=10:90). te£&K12)(2.46g, 88%)&&-fe<£> 
10 ^tbtffc. 

14^:109-110^ 

TimftVT C18H19N3O3 t u-c 

l+^'fit: C, 66.45; H, 5.89; N, 12.92. 

m&m; C, 66.53; H, 5.89; N. 12.80. 
15 »H-NMR(CDC1 3 ): 2.24(3H, s), 2.41(3H, s), 3.78(3H, s), 4.32(2H, s), 5.05(2H, s), 

6.65(1H, s), 7.16-7.27(5H, m). 

(Sl2Ig) 

-{£•£•^(12) (695mg, 2.14mmol)* h A>x. V( 10ml) L . N-7< ^Vl^/V* V 
20 V(2.35ml, 21.4mmol), y /i^ n y P (1.87ml, 21.4mmol)£;&Q l.S&IH) 

-ftHRSK lfc„ 28%T^*-T*it&(10ml)<Hi:£/&*fc£&#\ 5 #Ffl 

tftifl, SSS?-7- h y !7^-C^iS U i§j&£®*L*: 0 f y 7J 7 a ;7 n 
h ^77 — -OttSa U(K®if L ^:^dfir-^=90:10)s fc£$KI-l)(361mg, 43%) 
25 ^i^feo^^i: L-C#fc 6 
H Sgul 9S - 49g'C 
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7CS?##T C20H20N4O5 tUt 
f+gH: C, 60.60; H, 5.09; N, 14.13. 
gifcfit; C, 60.59; H, 5.04; N, 14.17. 

iH-NMR(CDCls): 2.39(3H, s), 2.46(3H, s), 3.76(3H, s), 4.32(2H, s), 5.03(2H, s), 
5 5.65(lH, br), 6.69(lH, br), 7.18-7.28(5H, m). 



10 (B 1 II) 

-fb-&^(I-l)(73mg, 0.18mmol)£r > * / - ^ (1.5ml) , T h 9 t V r* 7 ? > 



15 £ gm^A--^*^ U te^(I-2)(36mg, 51%)£*S£©& ( ii L 

Ifc£.:195-197"C 
7cm#m Ci9Hi 8 N 4 05 i: It 
WJHt: C, 59.68; H, 4.75; N, 14.65. 
20 mmm; C, 59.67; H, 4.67; N, 14.61. 

iH-NMR(de-DMSO): 2.32(3H, s), 2.42(3H, s), 4.34(2H, s), 4.94(2H, s), 7.19- 
7.30(5H, m), 7.60QH, br), 7.99(1H, br), 13.15(1H, br). 




(1.5ml)fc:*«¥U 1 h V V A*8«<0.37ml)*ail*.S£filJ:-C 1.5 ^RQ 



47 



WO 01/14378 



PCT/JP00/05357 



mmm 3 



Me0 2 C^. .1118 Me0 2 C v ^ { ^. | 



HN 
(13) 

lf531fl MeOjC 



2 IS Me0 2 C N ^ v 
Et- «H 



Et 



(14) 0 ^Ph — Uc 



HN- 

(15) ^Ph 



AcHN V 



X> Et - EH 

H 2 N* i (AcfcN 



t ► 




MeC^C^O COCONH 2 

A% 




(»na) 

5 mtT^S. — ^A(7.65g, 57.4mmol)£>- h n ;< (60ml) tc, tK&T, *« 

y^;v^n!l K (6.65ml, 57.3mmol)£iSTU H]&#T 15 ftfSl&W Lfc„ i*L 
fcflcftT, te-S-i&U 3) (Eur. J. Med. Chem., 28, 481,(1993)K !S®tf>#gjtt:tiEV^ 
j£"C# 5)(2.93g, 19.1mmol)0^ fn^ l^i£(40m])$r 20 ^ffii^t T}ST 

10 €> Sixf/^ttHltfc. ^ai* 28%TV*-T7ki§f£(10mlK SSft£ 
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7C*#*f C16H18N2O3 t Lt 
H-glif: C, 67.12; H, 6.34; N, 9.78. 

mmm; c, 66.91; h, 6.37; n, 9.68. 

iH-NMR(CDCls): 1.14(3H, t, J=7.5 Hz), 2.06(3H, s), 2.42(2H, q, J=7.5 Hz), 
5 3.89(2H, s), 6.99(1H, s), 7.07-7.29(5H, m), 7.92(lH, br). 

(I6li) 

te-g-*&(18)(822mg, 2.87mmoI)«r*t*»»(10ml)K:iSfl|b, 4NPBIJD«lJIiilU*i. 

->!)i^*7A^B7 h 7 LO^^i^^^^f- ^=10:90). ft: 
-g-^(19)(744mg, 97%)^efeO|&^i U"C#fec 

TcHt^^f CieHieNaCh Ht 

K-JUt: C, 71.62; H, 6.01; N, 10.44. 
15 m®W; C 71.70; H, 6.04; N, 10.45. 

»H-NMR(CDCls): 1.16(3H, t, =7.5 Hz), 2.32(3H, s), 2.51(2H, q, J=7.5 Hz), 
4.19(2H, s), 7.02(2H, s), 7.13-7.29(5H, m). 

(^7Ig) 

20 4fc-£-$3(19)(733mg, 2.72mmol)^@lF^T - ? A (2.1g, 27.3mmol)£flO 

1451; K1X SO^IWlDlRLfc. RJS««fJfr*PU *"C**Lfc. £Cfc&*££]& 
zk&U ffc^Uf;:. tt;-&$l(20)(669mg, 2.50mmol)£ SfeoSSt LT»fc. 
7C^^*f CisHnNsO t IT 
S+gf£: C, 71.89; H, 6.41; N, 15.72. 

25 Ml; C, 71.92; H, 6.45; N, 15.79. 

iI j^M R ^^ MSS^Le 943H^ f |=7 . 5 H 7,)r- 2 ^ IC 3 H3Xl 2^3iS^^^ 
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4.18(2H, s), 6.72(1H, s), 7.13-7.28(5H, m), 11.43(lH, br). 
(»8Ig) 

fc-&&l(20)(647mg, 2.42mmol)£ fVLfc X J >(3ml)%MZ. 80t;^T 30^ 

*iJ-^=5:95)s tt-£$J(21)(644mg, 93%)£ ft&OJSlfc^R* ttifc. 
1H-NMR(CDC1 3 ): 1.24(3H, t, J=7.5 Hz), 2.56(3H, s), 2.67(2H, q, J=7.5 Hz), 
10 4.37(2H, s), 6.80(1H, s), 7.16-7.28(5H. m). 

(I9IS) 

^f>^!J3l'-Kl.Og 1 11.2mmol)©^ h 9 fc K n 7 9 i'&ttaOmDIC* ft 
f, % y ? A t-T' h K(752mg, 6.7mmol)iS:ADx, T 30 #Pfl&# L7t 0 

15 ^^TtcftT, -ft -8- ^ (21) (6 3 8m g, 2.23mmol)£*n?U I^&#T 30 Lfco 

!ffgl»L(g¥^^^^:^ :3 e--7 v ^=15:85). te£$)(22)(706mg, 2.08mmol)&4t£(P*S 

20 yimftVr C19H21N3O3 t Lt 

C, 67.24; H, 6.24; N, 12.38. 
SJUfclit; C, 67.30; H, 6.14; N, 12.38. 

iH-NMR(CDCls): 1.20(3H, t, J=7.5 Hz), 2.41(3H, s), 2.62(2H, q, J=7.5 Hz), 
3.79(3H, s), 4.33(2H, s), 5.06(2H, s), 6.72(1H, s), 7.16-7.24(5H, m). 

25 

rrroi = 
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4fc-£-$l(22)(514mg, 1.51mmol)5:r h7t K n 7 5 ^(10ml) (cj&ft U N-P< f" 
/V J fcA'# y V (3.3ml, 30mmolK ^^if JJ A*? n U K (1.95ml, 22.4mmol)?:5Q x.s 
l$&fMWM\^tc, 28% T V ^E- - 7 (10ml) 5#f§Hf 

^7 7 4 -X'ffiU ICSSJif/V:^* -9-^=70:30), te£&l(I-3)(182mg, 29%)£4£ 

Sfc^no-mt: 

7tfff##r C21H22N4O6 h u-c 

10 i+gffi: C, 61.46; H, 5.40; N, 13.65. 
Hifcli; C, 61.41; H, 5.43; N, 13.70. 

»H-NMR(CDOh): 1.11(3H. t, J=7.5 Hz), 2.45(3H, s), 2.81(2H, q, J=7.5 Hz), 
3.77(3H, s), 4.34(2H, s), 5.02(2H, s), 5.56(1H, br), 6.68(1H, br), 7.15-7.27(5H, 
m). 

15 



20 t!c&m<\-%)*&&w®b vx. mmm i-m 1 Hi mm<Dj?&%m^xik& 

^(I-4)£#*:. 
JS!/&:207-209 < t 

K®$tit -f^™Nrtir tLX 




(lug) 
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^nm.: C, 60.60; H.5.09; N, 14.13. 
Jtfffctt; C 60.50; H, 4.96; N, 14.12. 

iH-NMR(de-DMSO): 1.00(3H, t, J=7.5 Hz), 2.42(3H, s), 2.76(2H, q, J=7.5 Hz), 
4.35(2H, s), 4.94(2H, s), 7,18-7.30(5H, m), 7.60(1H, br), 8.01(1H, br). 

5 

mmm 5 




d-5) 



<* 1 id 

10 {b£-ife(23)(1.5g, 3.81mmol)*S***f-i''(15ml)lJ:**?'U -tCL^x Y7*7- h 
JJ 7x=/W*^7-f A(220mg, 0.19mmol)x ^ * / — ^(7.6ml), 

7i^-2-tS 5 S?(732mg, 5.72mmol)^ 2M^&-7-M> * A7k^^(7.6ml)-lrAPX.7t„ 
T^=f^T-g^U7t^^ 2 ^M^Sfit Lfc. R£f££i$£P U IN :&@ezkiti£ 

15 o (« ^7 7 -f - -C^S ? / ° n ^;UA=3:97), te-&&(24)(1.12g, 

5£^^^f C 2 oHi 9 NsOS tit 

ft^ffi: C, 68.74; H, 5.48; N, 12.02; S, 9.18. 
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iH-NMR(d 6 -DMSO): 1.00(3H, t, J=7.5 Hz), 2.15(3H, s), 2.29(2H, q, J=7.5 Hz), 
4.28(2H, s), 6.72(1H, s), 6.80-7.64(7H, m), 11.46(1H, br). 

(U2I8) 

5 fl2-&4dK24)ttiJ|S»»t LXs *«fll3-»8I»~*10iai:R!«l©#ft«: 

ffl^-Cte£&(I-5)&'&fiScLfc. 

MA:128-1291C 

TC^^fr C2 5 H 2 4N40bS tit 

f+ITffi: C, 60.96; H, 4.91; N. 11.37; S, 6.51. 
10 mmW.: C, 60.90; H, 4.82; N. 11.37; S, 6.53. 

iH-NMR(CDCl3): 0.97(3H, t, J=7.5 Hz), 2.41(3H, s), 2.61(2H, q. J=7.5 Hz), 

3.78(3H, s), 4.44(2H, s), 5.02(2H, s), 5.57(1H, br), 6.68(1H, br), 6.87-7.4K7H, 

m). 

15 mum 6 

MeOzC^O cOCONH 2 H0 2 C^O COCONH2 



(01 IS) 

ft^ft(i.5)*uj*jB»t 2-m 1 xut mm<D%m* merits- 

20 $3(I-6)££fifcUfc 6 
S4^:184-186^C 

7t^i^rG^H^*0^-t-UX ===== 
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St **: C, 60.24; H, 4.63; N, 11.71; S, 6.70. 
HSfett: C, 60.04; H, 4.39; N, 11.54; S, 6.71 

iH-NMR(d 6 -DMSO): 0.88(3H, t, J=7.2 Hz), 2.35(3H, s), 2.57(2H, q, J=7.2 Hz), 
4.44(2H, s), 4.93(2H, s), 6.85-7.62(7H, m), 7.57(1H, br), 7.97(1H, br). 

Hft«7 - 8 

Xtt0! 5i3J:tf6K:fSv^ & 1 fr^ Lfcfls**(I-7)33J:tf(I--8)*:'frJ*Lfc. & 
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R 




iH-NMR(CDCU) 


1-7 


Me 




0.93(3H, t, J=7.5 Hz), 2.40(3H, s), 2.55(2H, q, 
J=7.5 Hz), 3.78(3H, s), 4.29(2H, s), 5.01(2H, s), 
5.50(1H, br). 6.65(1H, br), 6.95-7.43(9H, m). 


1-8 


H 


174-176 


0.91(3H, t, J=7.5 Hz), 2.43(3H, s), 2.57(2H, q, 
J=7.5 Hz), 4.30(2H, s), 5.08(2H, s), 6.93- 
7.42(10H, m), 7.75(1H, br). 
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fr, £iT<Z>* n*S>;c = y*7yfc-f *J1V*3. r £ ££lft Lfc 7 y -fe-r » 9 6 

5„ - w T s> -fe <D — JSK #)&ffe9! ft n Laure.J.Reynolds.Lori L.Hughes 
Edward A Dennis C J: 5 Ef r Analysis of Human Synovial Fluid 
Phospholipase A2 on Short Chain Phosphatidylcholine-Mixed Micelles: 
Development of a Spectrophotometry Assay Suitable for a Microtiterplate 
10 Readerj (Analytical Biochemistry, 204,pp 190-197,1992:-*©WJ*«r#Wtlll*fc: 

15 CaCh.6H 2 0 (2.19g/L) 
KC1 (7.455g/L) 

tisaLmTAr^z > (rnvsmtt) dg/L) 

(Sigma A-7030) 

Tris-HCl (3.94g/L) 
20 pH 7.5(NaOH "C^S) 

0.05M-AcONa 

0.2M-NaCl 

pH 4.5(IMrCPiaE) 



(!H*«ft) 
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sPLAalmg 7 7- lm\\C®Mt Z> „ 4 °C\ZX^t 5. 

Tyt-fORCIi, ;©gt5 m 1 77-£ 1995 y 1 7JP ;tT:?&Sl? L/B 

(DTNB) 

5 6,5'^ftif^-2-^|.|S (frftttSES!) 198mg £ H 2 0 100ml 
pH 7.5(NaOH "CfSS) 
(Substrate (S®) 

a y V lOOmg ft lml <2:7 p n /fc/UJ* K:*tfl?1~5<, 
10 (Triton-X 100) 

Triton-X 100 624.9mg & 100ml ©RfS^y 7r-fW5, 

mmw.i& : T^n*^*-^— h i## 

1) Substrate(g«)M 0.106ml ft if K ft »K * ft& * ft g 
15 if5„ -fttH* Triton-X 100 0.54ml ft#P Ttjftf^ Bath type sonication 4" 

■C % sonify rtuic, g^y7r- 17.8ml&tf DTNB 0.46ml ft 

inx-C, 96 *7 $ n*r-f — He, 0.18ml fo^ftf 5. 

2) ttfc-fb-S-fc (Xfi^^^7>^) 10 /z lft, fcb^Cfe^JgLfc^W — 

20 3) 40 c t-C, 15 h-t&. 

4) (sPLA 2 ) ft 20 n UP*. (50ng/!7^/l-) , S 
UO'C, 30^^) . 

5) 3 O^W©ft3t*aEftft^f- h y-^-t?«3£U, Pfl*S1±ft^ffl Lfc 
(OD:405nm). 

25 6 ) ICsott, log^gft 10%~90% BiC»BQBttK»l/t, ^ M~5 
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m2 





ICbo(hM) 




ICbo(hM) 


1-1 


0.203 


1-6 


0.011 


1-2 


0.013 


1-7 


0.607 


1-3 


0.317 


1-8 


0.008 


1-4 • 


0.011 
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15 



mm 

■rzztznmtzh witter* r©&j£#j Kzmmiz. £ d) <j>\^m, 

5 fP^^rS*1"5o 

®i#J0J 1 

ft* 

10 (mg/^^) 

2 5 0 

x inm 200 

-a-14- 4 6 0 m g 



(mg/gjffj) 

20 m&t$.fr 2 5 0 

•fe/Vn-^ (®S£<fli) 4 0 0 

-mt^^cm (t ^.-a) i o 

-g- f+ 6 6 5 m g 

25 /fc^fc^U JE^L"C#m*6 6 5 mg©j||Jl;t5 t 
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mmm 3 

MM 



m&f£ft 0.2 5 

5 ai? J -A> 2 5 • 75 

/D^7y M 2 (?DDi?7>tu^y) 7 4. 00 

£ff 10 0.00 

6 omg tr*tr*jWtt*©J: 5 fciSi£1-5 : 

SttJ&# 6 Omg 

15 7*^7*^ 45mg 

IRJfcAtt-fe/Ha — * 3 5mg 

jj?y ir=/utrp y h*y (jjci 3 i o%^iS) 4mg 

•? Y V )Vi£$r f-fisfyfi/ 4. 5mg 

^fT!)y|7^v'!)A 0. 5 m g 

20 fk"& 1 m g 

-g>ff 1 5 0 m g 

*£}!1-£U ov^jl-£#>£N o . i4^7->aU. s. -S»5v^i§-r. 
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SttJ«^ 8 Omg 

fy^y 5 9 m g 

aesttt/m-^ 5 9m g 

^f7!iy»r^-y^ Lsi — 

10 2 0 Omg 

No. 4 5^y^U. S. ©*5VNCaL-C«flr*9^i'#:/-feA'|i:2 0 Om 

15 S^J^I 6 

2 2 5mg 
2 O 0 Omg 

A£f 2 2 2 5 m g 

□ pi 

20 ?Stt/&#£No. 6 0^r>^U. S. <D.S*5WciI U* *> fe C 
2 g oM^AtfC^Sp-TSo 

25 gttjftfr 5 Omg frStrSaattftg)* SEMI'S ' 

5 Omg 
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■f- h V £ A*/UjJ?^ fvU-fe/Uo — * 5 0mg 

iyxiy-f 1.25ml 
£.%.&Wt®m 0. 1 Om 1 

i- v. 

5 q- v. 

mUfr*M7L&ft 5ml 

10 -C&Kfc#1*tc1-5. 
KftJftl 8 

1 0 Omg 

15 issij&i&a^y* y k iooomi 

20 1 2 7mg 

? Y V *A 2/jcfpig9 3 6 mg 

71/- h— 1 8 0 m g 

AM - *. SD©i^ry/^-4 0t-C3^, JR«fS*^ y 1 Ott 
25 lONfffl, ff^^^r y^tr- 4 p ICC 3 ^P^ft 5 . -toft, ID 13 © ft $ * t 1 y 



■7*0°C, 1 0 P a"C6 OtffflL 2 0 g 9 1 y 7" £ 6 0 4PaT5 
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5 LA 2 ^^^jiiK^ (0u^fi, 75*fx») »«fcia*u ftAa^s^, 
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i, ( i ) 




5 [St, R'tt (a) Cl-C2 07^, C2-C207H = ^ C2- 
C2 07^^K ^ill, SfcMPHSS. (b) 1 £fcf*^*L£l±, ^ft 

LTtS, (c) - (L l ) — R 5 (St*. LMSzk^fH^ E^If^, 

10 R s « (a) Sfcti (b) d»e>iliR^tt5S) ; 

R 2 ». *f^«fcte#7k^Jii^£ l ~4®^^tfS ; 



(5t*. R^itKRMi^tu^n^iziLT, c i -c 3 T/i-*;K a 



R A «S: : 




|i-NH 2 Sfc(l-NHNH 2 ) f^fr^itSg ; 
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2. (II) : 

R 10 RB 




R 9 (H) 



[R 8 i*. - (CH 2 ) m-R 12 <mlil~6£>g&, R 1 2 it ( d ) 5£ : 
-(CH 2)n -^jf 

-(^^^(R:^ /=-/(R 1 V _ ( CH 2)a -£3-(R 13 ) b 

(R 13 )g (R 14 )w 

-(CH 2 ).^'3-L 3 -^' -(CH^-^-tR' 3 ), 



*fclt -(CH 2 ).-^J^<"' 3 ). 

5 (sS*, a, c, e, n, q, t$ «fc t tt-t tl^timiL LT 0 — 2 0>Sft s R 1 
^ttfR'^^tifWitt^nyy^ Cl-C107^/K CI -CI 

0 T/w*^^^ ci-cior/^/i'ft, 7y-;K Splits. 33J:tfc 

1 - c 1 o^n7/u*/M*S>!!&5S:tciI&$;h,5S. a ttBUflt^PSfcHtWEJtJIt^ 

L 3 C± — (CH 2 ) v -C=C-\ -CSC-, -0-, 4 7t « - S - , v « 
10 o~2©ft*c, ?li-cH 2 -Sfc!J- (CH 2 ) ,-,-y ttMHS^SfcttSEjl 

LTO~5©», gtt0~2©g§fc, rttO~7©SE», u 1*0-4 ©Mfgc) 
-CgtfcSftSg^ Sfctt (e) C1-C6 7M^ Cl-C6 7/W^, 
c i _ c 6ao7/I'^*^ C1-C6^o7M^ 7!l->> *5 «fc 1>Vn 
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R 9 f£ N Cl-C3 7;^/K C2- i C3 7/l'l = ^ 03-04^^7^* 
C3-C4C/^o7;V'7 = ^s 0 1- 0 2^07;^^ Cl-C37^^ 
5 *fcllCl-C37^^f*; 
R l0 tt, - ( L 4 ) -R ,s L 4 li:£: 



>16 



•M-C— 

MB-CH 2 -, -O-, — N ( R 1 8 ) -s S- ; R 16 *3«fctf 

r 1 'B^tju-ettaacbT***!** c i - c i o r*"*/K 7- y -/k 77^ 

10 V, StBAB^, R 1 8 «7K^I^iF*fc{iC 1 -C 6 T/W^/U) ; 

R 1 5 , : 

N-N 



O 
II 

-S-OH 
II 
O 



N 
H 



,20 



o 

4 

-P— OH 
OR 19 



O 

)— P-OH 
OR 19 



,20 



P— (CH^-s— N-R 20 — O-P— (CH^-N-R 20 



OR 



19 



A- 



OR 



19 



!>20 



-o 



HO— 4s Js 

N 

(^t, R 1 SfctiC 1 -C 1 0 7A^ ; R ,0 tt-£*u^ 

*ta4LT**iR^'*fcttC l - C 1 07^ ; h ft 1 ~ 8 0>Sft) ; 
15 R 1 Mis C 1 - C 8 TVV^Tk C 2 - C 8 7^ = *, C 2 — C 8 T 
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C 7 - C 1 2 7 y/U^r/K n7;^;K C 3 - C 8 V 

C2-C8 7A-{r = ^t*^ C 2 - C 8 7 * =■ ^ * C2 
-C 1 2 7 A- * 7 A- C 2 - C 1 2 7 T ^ * J/ t 
5 C 2 - C 1 2 7A'*A'jlA'# — A'* C 2 - C 1 2 7 As*?*** AoXs-A'T 5 / . C 
2 - C 1 2 5/, C2-C12 7 /V * A» ^ * f 7 5 / UAstS- 

C1-C12 TA'^^T 5 / , C 1 - C 6 7/W*/^;^ C 2 - C 1 2 7/W 
* A* #=^K C1-C87^W>7^A« C 1 .- C 8 7/W* A* 
c 2 - C 8 D 7/l'= 3 f/t'^-^r->s Cl-CS^BTA-^^s^ 
10 C 2 - C C 1 - C 8 fc Ko*f7A'*/l', -C (O) O (C 1 

- C 8 7 A"**) * ~ (CH 2 ) z-O- (C1-C8 7A*A0 , 

7])^^^ 7!J-^ lJ f>'Cl-C87;l'*;K 7!)-^^, 7 
P-A'ftCl-CS?;^/!', 5/7/Cl-C8 7;^;K - (CONHSO 
2 R 21 ) R 21 |iCl-C67/l'*/l'Jfctt7y-^) , jfrAS/K 7$ 

15 S, 75{?/, /ND^y, #A:J?*V» - (CH 2 ) z-COOH (iS*, z ft 
1-8 ©Hit) , i/7/, ^7^7 = ^, ?T=.*//, fc K 7'^ K , fc K7 
/ , fc poif-i/, t F'nify7?; > = Fu. * / , H<li-SO s H 
j&»&»fc«*fta#*fr*tttt»S ; **.fctf» 



to^npyy^ % b< tt^ftfeoKSSiSlFSSftSiiU £ IS*:ft 6> 

fPffio 

3. R^itfR 8 ^ : 



R B f25*: : 




z 
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(5S4» N R 1 3 , R 14 , b, d. f, g, p. r % u, w. a, 0 x *5 «fc Xf y 

ilftfE£|sj«H : L s te¥i££. -ch 2 -> - c = c - , -c = c-, -o-, * 

fcjS _ s _) -C^SJbSgl*^ 1 2 ©^-f ftj^fceto©^**' -?T©:/n 

4. R 2 j3il^R 9 ^Cl-C3 7/l'#A'S;fcttC 3-C4^^D 7 /»" * "C fo 5 

5. L 2 i3J;t>*L 4 ^-o-CH 2 --Cfc5ff*^i ~4 ©v*i" Jx^fcE*©-^ 

io t»^pK?y^ t> u< tt*tve>©»si±ffiF^*^sta, sfcii-tft/fc© 

6. -JR* (III) : 
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Ztzlt ~~^Ct/" (Rl3)f 

(5*;<K L s nm^. - C H 2 - , — c = c-, -c = c-, - o - , £ {i - 
• s- ; r 1 ^jztfR 1 "li^^^SfeS tr^ny V N C 1 - C 1 0 

C 1 - C 1 0 T "A"**'***', C 1 - C 1 0 TA^A'*-*, T !) —A% tt*gR£ % 
5 JJit/Cl-ClO/N oT/V^^d^SfiitCglR^tl/SS ; bliO~3 olSt, 
dttO~4 0»». f. p , i3j:tKwr3t.*tu-P*taa:LTO~5©»», gttO 
~2®It, rliO-7©St, u {±0~4©3g$: ; o lift^flt-T- * fc tt«E JtW 
=f- ; 0 «- CH 2 - (CH S ) 2 - ; *S «fc t>* y ttifc^llR^* tt««JS^-) 

10 R !3 (1C1-C3 TA'^/l'Jtll.C 3 - C 4 p7^^ ; 

L B ri* -O- CH,-, -S-CHj-, -N ( R 2 6 ) -CH«- X - CH 2 - 
CH 2 -, -O-CH (CH,) *ytfi-0-CH ( (CH,) 2 Ph) - (5t 
«fv R^teTkfSfif^fcteC 1 -C 67A-*A-, P.h«7s=/W ; 
R 24 tt» -COOH, -S0 3 H. £fc«P (O) (OH) 2 f 

15 R 25 Ji7k^®^> C1-C6 TAs*/K C 7 - C 1 27?^, C1-C67 
A>*c/V-**i/ s 0 1-067/^;^^ C 1 - C 6 t Kb # v-TA^K C2 
-C6^D7^^t^^ Ao^y, ^A'jf?*^, Cl-C67^;^^f-> 
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TJI-zl'ftCl-CST/l'^/K -yr/ C 1 - C 8 T/W=3r/V. £jf^g. 



(5£«K Zil-NH 2 Sfcli-NHNHj) -C^fe^ivSg] "CS^^tlS'fk'n'^v 

7 . (IV) : 

HOOC-(CH 2 )k-0 R B 




10 







mm 
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(5£«K L 5 »*^, -CH 2 - % -C = G-. -C = C~, -O-, Sfci*- 
S- ; R^&XVR 1 ^teZtlZtl&tLLX^V'T'l'. C 1 - C 1 0 7A"¥/K 
C 1 - C 1 0 T fr^frjr^rVs C 1 - C 1 0 7 fr^A'?'*, 7 V — I^gl, 
fc£t>*c l - c l 0/NDT/i'dr^d^3!fe3i^Jl^^tb5S ; b teo~3£>gg:, 

* ; /J ft- CH 2 (CH 2 ) 2 - ;i3«fctf v «^^J1^^7ttt6£M^^) 

R 23 |JC1-C3 3-C4i/^o7/>^; 
10 R 2 5 «7K^iliF\ C 1 - C 6 7/V*c/V, C 7 - C 1 2 T^A-^r/K C 1 - C 6 7 
t\>*r/\'7>r* > Ss Cl-C6 7/^/Vf^« Cl-C6tKo#i/7MA' 1 C2 
-C6^P7/l'^l't*v', AD^y, J^W^iX, C 1 - C 6 T/U=¥^2hdr 
#/WjK = /K 7!l- /V^df-V, 7!/-/^^v/Cl-C8 7A^K 7i)-^f 
ir, 7!)-;Vft'Cl-G8 7;l'*/K >>7/Cl-C8 7A'*;K ^iSS< 

15 *iz\*mmmm; 



(St*, ZI3-NH 2 4t(J-NHNH 2 ) "C^t? £ ft ; 
9. R A *3 «tt>*R B ^- CO CON H 2 T'fc 511*^1 ~ 8 tf> V^-f flt^UWL<Oit 



R B i25£ : 



o 
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©»SSEfH<fc. 

1 0. R A ^3J:t^*R B ^-CH ^ CONH 2 ^fo5lt*^l~8©V^■fi^^^|^^ 
©fls-fr*. WnF?^, t> L< tt**b6>©«3K-bflP*£;k<5tt» *fe«^r 
it £>©&&»&. 

5 11. R A fc,fctf R B riS-CH 2 CONHNH 2 -Cfe5if#IIl ~8 ©V*1" 

efc©ft;£-1&, to^Dp??^, 4> L< Wt-t*vG>©«IIS±WF#$*i54&s *fc 
tt*r;ftk©}£&fPfeo 

1 2 . oc^7 l ^H!©7 e o K7 y ^-CfcSIS*^ l ~ l l ©v*T;ftj&»fc:Bfc©^n 

10 13. 2©v*i"*b**Ri|B«l©ft'&4fc«:*a*l«d , fc uT^^-rssai 

14. s P LA 2 P1^SJ-Cfc5ft*«l 3!B®©E|gi&aric!8>„ 
1 5. j«5fitt*A©»**fcHt^RF»T?*«»3ft*l 3ia®©ggjS*aj£&. 
l 6 . j*£ttgAfcte*-r5fc*©EH*83ii-5fc*©»** 1-11 ©^-f 
15 fri^KiM©^*©*^. 

1 7. !ti#3gl~l 1 ©VN-f ii,d»fc|Sil©fl:-fi'«f©»*±»*«r*i-*«rA«r-g' 
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MACHINE-ASSISTED TRANSLATION (MAT): 



[WO01-14378] 



[WO 01-14378] 



1. (i) 



[CLAIMS] 

1. General formula (I) 



*' R* 




&<Ps R1 ttt (a) C1-C20T 
C2-C20 T/U<{r=/K 
C2-C20 TJ\"*=-JV S fcmm 

& ztcttmmmm, <w 1 * 

ttSS^ioTBlftStufc (a) 
T'^LfeS, $.tzn (c) - (L1) 
-R5 (S;tf\ L1 {4tK*M^> 
^01Ct\ ^SJ^ &5f§JP!^r\ 
*3 i tW* Jt JOJC* fc SIR $ fi Z 

1~18^(D2«CD5g^S > R5 
fi (a) *fc|± (b) ^bSR* 
*L3£) : 

R2 Ji,**JB§C^£fcfi#**I!il 
RA fiift : 



In the formula, R1 is (a) C1-C20 alkyl, C2-C20 
alkenyl, C2-C20 alkynyl, a carbocyclic group, or 
a heterocyclic group, (b) One or more, the 
group respectively shown independently by (a) 
substituted by the group chosen from a un- 
disturbing property substituent, or (c)-(L1 )-R5 
(In the formula, L1 is the bivalent connection 
group of 1-18 atom chosen from a hydrogen 
atom, a nitrogen atom, a carbon atom, an 
oxygen atom, and a sulphur atom, and R5 is a 
group chosen from (a) or (b)) : 
R2 is a group which contains a hydrogen atom 
or a non-hydrogen atom 1-4 atom; 



RA are the compound shown by the formula, its 
prodrug, those pharmaceutical^ permissible 
salts, or those solvates. 
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G 1 



r6> y g5 

G* £7=1* G 2 



tm&vx, fcrnm*, ci-c3 

*5it/ G2 tt-tn-PtUttSCfC 
fcfifaSSJBii^ ; G3 
(i-NH2 £fcfi-NHNH2) T? 
; 

R3 (L2) - (SjN&S) (3fc 
*,L2 ©31ii£g&^ 

1-^-5 "Cfc 5) ; 

R4 W:**^, C1-C6 T/V* 

1177;^^) T^^tvs-fb^ 



In the formula, R6 and R7 are respectively 

independent, and they are a hydrogen atom, 

C1-C3 alkyl, or halogen; 

G1 and G2 are respectively an oxygen atom or 

a sulphur atom independently; 

G3 is -NH2 or -NHNH2. Group expressed with 

above; 

R3 is (L2)- (acidic group). 
(In the formula, L2 shows the connection group 
with an acidic group, and the length of the 
connection group with an acidic group is 1-5); 

R4 is a hydrogen atom, C1-C6 alkyl, an aryl, 
halogen, or an aralkyl. 



2. -jR5£ (II) : 



2. General formula (II) : 




(R8 it, - (CH2) m-R12 (m (R8 is -(CH2) m-R12 (m is the integer of 1-6).) 
\t 1~6 <7}g$u R12 \t (d)S; : R12 is a 9 rou P expressed with (d) following 

formula. 
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(^"K a, c % e N n % q N ioct 
ri t ItZM'inlkiL UT 0-2 
Sit R1 to£VRU\mn? 
^4^Eb-C/^pyy, C1-10 
TA^K C1 -C10 T)V^r)V^ 
C1-C10 TJV*;U=?-*T 

y-/K mmmm, ci 

- C1 0 ^ n T/l^/Wi* ib ttl 
a I4g£??f DiW^ 
fctefif£ftl!jW\ L3 it- (CH2) 
V- s -C=C- X . -C=C-, - 
£fcte-S-, V ti 0-2 
^fi-CH2-^ytfi- 
(CH2) 2-, 7«^mil^^fc 
\*fiinJ%*s b 0-3 ©gfu 
df4 0-4£>g$u f/p, *3«fctf 
w fi^r^-etu^^LT 0-5 <D 
g (4 0-2 (omtt, r ft 0 
-7 <7>g$u u (4 0-4 ©It) 
T-^t>$n?>S, £fc»4 (e) 
C1-C6 C1-C6 T 

/l^Wsd-drV. C1-C6/npT 



(The group as which the integer, R1 and R14 of 
0-2 are, respectively in the formula, chosen 
independently a, c, e, n, q, and t independently 
of halogen, C1-10 alkyl, a C1-C 10 alkyl oxy, a 
C1-C 10 alkylthio aryl, a heterocyclic group, and 
a C1-C 10 halo alkyl) 

(alpha) An oxygen atom or a sulphur atom, L3 
-(CH2) V-, -C=C-, -C=C-, -0-, or -S-, v is the 
integer of 0-2, and (beta) -CH2- or -(CH2) 2-, 
(gamma) is an oxygen atom or a sulphur atom, 
b is the integer of 0-3, and d is the integer of 0- 
4. 

f, p, and w are respectively the integers of 0-5 
independently, and g is the integer of 0-2. r is 
the integer of 0-7 and u is the integer of 0-4. Or 
(e) C1-C6 alkyl, a C1-C6 alkyl oxy, a C1-C6 
halo alkyl oxy, a C1-C6 halo alkyl, an aryl and 
halogen The component of (d) substituted by 1 
or 2 or more substituents chosen from the group 
which consists of above Group chosen from 
above; 



/Udf/U^-^r-> % C1-C6 aP'/ 
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&£ftfc (d) ©fllfifc!?*) *»b 

R9 H\ C1-C3 T/W^/K C2 R9 is C1-C3 alkyl, C2-C3 alkenyl, C3-C4 

— C3 T/V^"— JK C3— C4 cycloalkyl, C3-C4 cyclo alkenyl, a C1-C2 halo 
p y^^r/K C3— C4 9 s9 n T A C1_03 a, W ox y or C1-03 alkylthio; 



(5£>t\ M J1-CH2-, -O-, ( In the formula, M is -CH2-, -O-, -N(R18)-, or- 
— N (R18) — , ^fcfi— S— ; s_ : Jt is respectively independent and R16 and 
R16^oit>*R17{t-?:^M4i R17 are a hydrogen atom, C1-C10 alkyl, an 



/V>«r=/K C1-C2 Anj;^ 
/K C1-03 TA'*fr***s % 
atcl* C1-03 T/Wdf/Uf-^- ; 
R10«u - (L4) -R15 (Stf, 
L4 test : 



R10 is -(L4)-R15. (in the formula L4 is Formula: 



M-C- 

k 



17 



LXfrXOfrs C1-C10 T/V^ 



aryl, an aralkyl, a carboxy, or halogen. R1 8 is a 
hydrogen atom or C1-C6 alkyl); 
R15 is formula: 




R15fi, 5£: 
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o 
II 

— S-OH 
If 
O 



H-H 



H 

O R 20 
-P— (CHz),^— N— R 33 
' » R 2 * 



OR 



0 

-P-OH 



19 



O 
t 



OR 



19 



O R 20 



19 



R 20 , 



^ — C-OH —C-NHSOz-^ y 



^tzii ho— ^Js 



£fcli C1-C10T/^/V ; 
R20 \t*:MW®$. Lt**JS 
fctt C1 -C10 T/W^V : h 
13 1-8 Og$c) ; 
R11 « s tK*®^ C1-C8T 
/l^/K C2-C8 T/V^-/K 
C2-C8 T/V* =/K C7-C12 
7 7/V*/K C3-C8 v^nT 
/l^/K C3-C8 ->^D7/^ 

y^K t'7i=y/K C1-C8 
T^jvUr^i/^ C2-C8 T/W 
^/V^-drv', C2-C8 7/l"¥ 
=-/M-3f-> % C2-C12T^ 
^^^•^T^^/K C2-C12 

is, C2-C12 T/U=3r/W^/V^= 
/K C2-C12 7 

;W7 5: / s C2-C12 7/l^M- 
^v"7 ^ J s C2-C12 T/V^/V 
**is7 5 y #/l^=/R C1- 



C12 7/l^;U/ v7 % C1-C6 



(In the formula, R19 is hydrogen atom, metal, or 
C1-C10alkyl; 

R20 is respectively independent and a 
hydrogen atom or C1-C 10 alkykh is the integer 
of 1-8.); 

R11 is a hydrogen atom, C1-C8 alkyl, C2-C8 
alkenyl, C2-C8 alkynyl, C7-C12 aralkyl, and 
C3-C8 cycloalkyl. C3-C8 cyclo alkenyl, phenyl, 
tolyl, a xylyl, a biphenylyl, a C1-C8 alkyl oxy, A 
C2-C8 alkenyl oxy, a C2-C8 alkynyl oxy, C2- 
C1 2 alkyl oxyalkyl, a C2-C12 alkyl oxyalkyl oxy, 
a C2-C12 alkyl carbonyl, C2-C12 alkyl 
carbonylamino, a C2-C12 alkyl oxy amino, C2- 
C12 alkyl oxy aminocarbonyl, A C1-C 12 alkyl 
amino, C1-C6 alkylthio, a C2-C12 alkylthio 
carbonyl, a C1-C8 alkyl sulphinyl, a C1-C8 alkyl 
sulphonyl, a C2-C8 halo alkyl oxy, a C1-C8 halo 
alkyl sulphonyl, a C2-C8 halo alkyl, C1-C8 
hydroxyalkyl, -C(O) O (C1-C8 alkyl), - Z-O- 
(C1-C8 Alkyl). Benzyl Oxy, Aryloxy, (CH2) 
Aryloxy C1-C8 alkyl, an arylthio, arylthio C1-C8 
alkyl, cyano C1-C8 alkyl, - (CONHS02 R21(in 
the formula, R21 is C1-C6 alkyl or an aryl)), the 
formyl, an amino, an amidino, halogen, a 
-cajftoxy-^CJ ^ ) z-CODH-(ia-the-foiTOuJ a, z i s_ 



tne integer ot i-B), a cyano, a cyano guanidyl, a 
guanidino, a hydrazide, the hydrazino, a 
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TVt^/i^^ C2— C12T/u# hydroxy, a hydroxy amino, nitro, a phosphono, 



C1 — C8 T )V$rjV7.)V7 4 =l chosen from above; And, RB is shown by the 
/K C1-C8 7;^;^;^= following formula. 
A\ C2-C8 ADT/^/i't^ 
v\ C1— C8 Aor^^f/W/V 
C2-C8/M3 T/^^r/K 
C1-C8 t Kn^f^T^/K 
-C (O) O (C1 -C8 T)V*)V) N 

- (CH2) z-O- (C1-C8T 
A^/Vh ^sVAsilr**/* TV 
—jvir^i/^ T V -/u^-df- C1 

-C8 7V1^K TV—Art-lTs 
7y-/vft C1-C8 T/V^ . 
/K */7y C1-C8T/W^/K 

- (CONHS02R21) 

(jOt\ R21 teC1-C6T/V* 

* * ix % - (CH2) z- COOH 
(5£4\ zi± 1~8 5/ 
7/, ->7/^7=v?/K i/T 
= vV, t K7v ? K> t K7V 5 
A t Kn^K t KndfVT 
$ /, = h p, % t> L 

< tt-S03H a»e>&ft$*is# 

; 

RB ttst : 



^l 3 , Z (4-NH2 £fcfi- (In the formula, Z is -NH2 or -NHNH2) 

NHNH2) -CSfc>$tx5g) The 9 rou P expressed with above 

ZtiZitityOs ^(O'f u Yyy com P ound - its prodrug, those pharmaceutical^ 

# t> L < h <£>$!£!i±fT' P erm ' ss ' D ' e sa ' ts > or those solvates. 

m 



or -S03H Un-disturbing property substituent 
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3. R1 *5ctt/R8^S: : 3. Any one of compounds, prodrug of those, 

those pharmaceutically permissible salts or 
those solvates of Claims 1 or 2 R1 and R8 are 
indicated to be by following formula. 




0£<K R13, R14, b, d, f, 
g, p, r % u s w, a, 0 , :Jo«fc 

v y \m ft tmmm; is 

£\ -CH2-, -C-C-, -C 
=C- N -0-, titcte-S-) 

4. R2*5j:t^R9^ C1-C3T 
fr*A't.1Z\± C3-C4 V* 07 
/^/WT'$>5ff#Jl 1~3 

i"^»^E*ofls^*,- toy 



(; R13, R14, b, d, f, g, p, r, u and w (alpha), and 
(beta) whose y are the same meaning as 
above-mentioned in the formula) 

L5 is single bond, -CH2-, and-C-C-, -C=C-, - 
0-, or -S-. 

4. Any one of compounds, prodrug of those, 
those pharmaceutically permissible salts or 
those solvates of Claim 1-3 R2 and whose R9 
are C1-C3 alkyl or C3-C4 cycloalkyl. 

5. Any one of compounds; prodrug of those, 
those pharmaceutically permissible salts or 
those solvates of Claim 1-4 L2 and whose L4 
are -0-CH2-. 

6. General formula (III) 
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5. l_2*3«fctfL4i5S-0-CH2- 

6. -«5$; (ill) 




(3CK R22 fiS; : (In the formula, R22 is formula:) 




_ x -c=C-, -C=C-, - C=C-, -C=C-, -0-, or S-; It is respectively 
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£fc(±S- ; 
R1 3 *5 J: R1 4 fi-fc tu^ixaSt 
LT^p^^ d-CIOTA"* 
;K C1-C10 T/v^^-^V, 
CI-CIOT/V^/i^^ 7D- 

*5it5 C1-C10 /NnT/W^/V 

bteO~3<Dgfu dft0~4O 

UT 0-5 ©Sat g fi 0 
~2 ©Sat r tt 0-7 Wit, u 

0-4 ©It ; 
(alpha) fi^^m^*fc{iBiE|l 
JSi^ ; 

(beta) \i - CH2 - * it \* - 

(CH2) 2- ; 
*5 <t t^(gamma)l4tt*l!R^- * fc 

R23 »4 C1 -C3 T/^A^tltit 

L6 fi % -0-CH2-, -S-CH2 
-N (R26) -CH2-, - 

CH2CH2— > -O-CH (CH3) 
£fcft-0-CH ( (CH2) 

2Ph) - 

R25 i*fcmm*iztn* 

C1-C6T/U^/K Ph tt7x- 

;u) : 



R24 (i % -COOH, S03H, £ 

fcttP (O) (OH) 2; 

R25 fi^sH Ht\ C1-C6T/V 

C7-C12 7 7/^, 
C1 - C6 TAs*A>**i/* C1 
-C6 TAs*flSf-Hr^ C1-C6 t 
Ko^WA^/K C2-C6 /n 

C1-C6 T/l^/V 



independent and R13 and R14 are halogen, 
C1-C10 alkyl, a C1-C 10 alkyl oxy, C1-C10 
alkylthio, an aryl, and a heterocyclic group. 
And group selected independently of a C1-C 10 
halo alkyl; 

b is the integer of 0-3, d is the integer of 0-4, f, 

p, and w are respectively the integers of 0-5 

independently, g is the integer of 0-2, r is the 

integer of 0-7, and u is the integer of 0-4.; 

(alpha) is an oxygen atom or a sulphur atom.; 

(beta) is -CH2- or -(CH2) 2-.; 

and (gamma) the group expressed with an 

oxygen atom or a sulphur atom 

R23 is C1-C3 alkyl or C3-C4cycloalkyl.; 

L6 is -0-CH2-, -S-CH2-, -N(R26)-CH2-, - 

CH2CH2-, -0-CH(CH3)-, or -0-CH(CH2) 

(2Ph)-. 

(In the formula, a hydrogen atom or C1-C6 
alkyl, and Ph are phenyl in R25) : 



R24 is -COOH.S03H or P(0)(OH)2.; 
R25 is a hydrogen atom, C1-C6 alkyl, C7-C12 
aralkyl, a C1 1C6 alkyl oxy, C1-C6 alkylthio, 
C1-C6 hydroxyalkyl, a C2-C6 halo alkyl oxy, 
halogen, a carboxy, C1-C6 alkyl oxycarbonyl, 
an aryloxy, aryloxy C1-C8 alkyl, an arylthio, 
arylthio C1-C8 alkyl, cyano C1-C8 alkyl, a 
carbocyclic group, or a heterocyclic group.; 
RBs are the compound, its prodrug, those 
pharmaceutical^ permissible salts or those 
solvates which are shown with a following 
-formula . 
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— /V^^-C1-C8T/l'=Sr/K -> 
7; C1-C8 T/V^r/K 

*5*t*RB ti^ : 




0 




(^l 3 , z fi — NH2 t.tc\i— In the formula, z is a group expressed with -NH2 
NHNH2) X*mt>£ftZ>m or -NHNH2. 

7. — J&iS (IV) : 7. General formula (IV) : 



K00C-(CH2)k-0 r b 




(5£+, R22l^ : 



(In the formula, R22 is a group expressed with a 
following formula.) 
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ST^rtR 13 )* 




(5£*; L5 tt$M£i 



CH2 



-C-C-, -C=C-, - 

R13:Jo<fcT/R14 Ittil^HmiL 
LT^oyy, C1-C10 T/l^r 
/K C1-C10 T/V^/^dr^ 
C1-C10 TlV^jV^ir^ TV — 

*5J:tf C1-C10 ^d7;^/v 

b Mt 0-3 <&S#* dfiO-4© 
Sic, f % p, fcittwli-we 
timiLLX 0~5 g fi 0 

~2 <omk. r fi 0—7 (DS^tx u 
it 0-4 ©It : (alpha)Jlife* 
W^*fcttWEHW^ ; 
(beta)tt.-CH2*fctt- (CH2) 
2; 

*5 =fc (gamma)^*!!^ * tz 

R23 }t C1 -C3 TVl^/V* fctt 
C3-C4 ^DTKA' ; 
-tt25-*fefe&M-^-C1 -C6 T/U 



(In the formula, L5 is a single bond, and it is - 
CH2-,-C-C-,-C=C-,-0-.) Or -S-; R13 and R14 
are groups respectively chosen independently 
of halogen, C1-C10 alkyl, a C1-C 10 alkyl oxy, 
C1-C10 alkylthio, an aryl, a heterocyclic group, 
and a C1-C 10 halo alkyl.; 
b is the integer of 0-3 and d is the integer of 0-4. 
f, p, and w are respectively the integers of 0-5 
independently, g is the integer of 0-2, r is the 
integer of 0-7, and u is the integer of 0-4. : 
(alpha) is an oxygen atom or a sulphur atom, 
and; (beta) is -CH2 or -(CH2) 2; 
and (gamma) group; shown with an oxygen 
atom or a sulphur atom 



R23 is C1-C3 alkyl or C3-C4cycloalkyl.; 

R25 is a hydrogen atom, C1-C6 alkyl, C7-C12 

aralkvl. a C1-C6 alkyl oxy. C1-C6 alkylthio. C1- 



C7-C12 7 



; G6=fiygf6^aH?yh— a ^2^tr^ o=akyl=o!xyr 
halogen, a carboxy, C1-C6 alkyl oxycarbonyl, 
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C'1 -06 7^*1'*-*^ C1- 
C6 T^jvf-Hr^ C1-C6 t K 
u*isTA»*A' s C2-C6 ✓nd 

jv^i/ \ C1-C6 7/V^/W^- 

S<\ 7y-/^^v^C1-C8 7 

/^^-C1-C8 7/V^r/K f7 
y C1-C8 7/Vdr/K^^^ 

RB fi5£ : 



an aryloxy, aryloxy C1-C8 a|kyl, an arylthio, 
arylthio C1-C8 alkyl, cyano C1-C8 alkyl. a 
carbocyclic group, or a heterocyclic group.; 
RB is a group expressed with a following 
formula.; 



£fefi o 



(3$*, Z 14-NH2 *ytfi 
NHNH2) -^frStbSS; 

*5J:tf k »i 1-3 OggSc) -C^ 



8. L6 ^-0-CH2-T*fe5f# 
6 ICIEtt^k^«5, -t^T* 

9 . RA *3 «fc V RB # - 
COCONH2 -CfcSffll*^ 1~8 

^-4/— RB— 



(In the formula, Z is -NH2 or NHNH2) 



kis the integer of 1-3. 

The compound shown by above, its prodrug, 
those pharmaceutical^ permissible salts, or 
those solvates. 

8. Compound, its prodrug, those 
pharmaceutical^ permissible salts or those 
solvates given in Claim 6 whose L6 is -0-CH2-. 

9. Any one of the compounds, the prodrug of 
those, those pharmaceutical^ permissible salts 
or those solvates of Claim 1-8 RA and RB are - 
C0C0NHs2. 

10. Any one of the compounds, the prodrug of 
those, those pharmaceutical^ permissible salts 
or those solvates of Claim 1-8 RA and RB are - 
CH2CONHs2. 

11 . Any one of the compounds, the prodrug of 
those, those pharmaceutical^ permissible salts 
or those solvates of Claim 1-8 RA and RB are - 

- CJ d 2C OMjfeHd s? 



CH2CONH2-e*?Sff*^ 1-8 
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11 . RA *5 J; RB - 
CH2CONHNH2T*fc^li*3S 1 

12. x7x;H©/0K7 7^ 

13. »*3S1~12 0V^nJ&^ 

14. sPLA2Pfi§^JX-fo5ff*3l 

15. &fflm£<X>fel&*.1t\* s T' 

®M-?hztmm 13 is^oe 

16. ^Stt^JSSr?&«-r«fc«) 
© SrSliti- 5 «> ^fS*« 
1~11 (D^-ftiMz.fEM0>it^ 

17. sf*^1~11 <D^-fhfr\z 
Tfk-rm £ A Z-attmiW}®) fc& 



12. One prodrug of Claim 1-11 which is the 
prodrug of an ester type. 

13. The pharmaceutical composition which 
contains one compound of Claim 1-12 as an 
active ingredient. 

14. The pharmaceutical composition of the 
Claim 1 3 description which is sPLA2 inhibitor. 

15. The pharmaceutical composition of the 
Claim 13 description which is the treatment or 
the preventive agent of an inflammatory 
disease. 

16. Usage of one compound of Claim 1-11 for 
manufacturing the pharmaceutical for treating 
an inflammatory disease. 



17. Administer the quantity which shows the 
treatment top effect of the compound of a 
publication to any one of Claim 1-11, to the 
mammal including a human. 

A method to treat the inflammatory disease of 
a mammal which consists of these. 
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